nil- report is required by law (7 USC 2143). Failure to report according to the regulations can 
result in an order to cease and desist and to be subject to penalties as provided for in Section 2150. 


See reverse side for 
additional information. 


UNITED STATES DEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 


ANNUAL REPORT OF RESEARCH FACILITY 

(TYPE OR PRINT) 


1. REGISTRATION NO. 

50-R-0004 


CUSTOMER NO. 

42 


Interagency Report Control No 
0180-DOA-AN 


FORM APPROVED 
0MB NO. 0579-003© 


2. HEADQUARTERS RESEARCH FACILITY (Name and Address, as registered with USDA, 
include Zip Code) 

ASTRA ZENECA PHARMACEUTICALS 

VET MED DEPT PO BOX 15437 1800 CONCORD PK 

WILMINGTON.DE 19850-5437 


3. REPORTING FACILITY (List all locations where animals were housed or used in actual research, testing, teaching, or experimentation, or held for these purposes. Attach additional 
sheets if necessary.) 



FACILITY LOCATIONS (sites) 


(b)(2)High, (b)(7)(F) 


REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY (Attach additional sheets if necessary or use APHIS FORM 7023A ) 


Animals Covered 
By The Animal 
Welfare Regulations 


B. Number of 
animals being 
bred, 

conditioned, or 
held for use in 
teaching, testing, 
experiments, 
research, or 
surgery but not 
yet used for such 
purposes. 


4. Dogs 


5. Cats 


6. Guinea Pigs 


7. Hamsters 


C. Number of 
animals upon 
which teaching, 
research, 
experiments, or 
tests were 
conducted 
involving no 
pain, distress, or 
use of pain- 
relieving drugs. 

D. Number of animals upon 
which experiments, 
teaching, research, 
surgery, or tests were 
conducted involving 
accompanying pain or 
distress to the animals 
and for which appropriate 
anesthetic, analgesic, or 
tranquilizing drugs were 
used. 

E. Number of animals upon which teaching, 
experiments, research, surgery or tests were 
conducted involving accompanying pain or distress 
to the animals and for which the use of appropriate 
anesthetic.analgesic, or tranquilizing drugs would 
have adversely affected the procedures, results, or 
interpretation of the teaching, research, 
experiments, surgery, or tests. (An explanation of 
the procedures producing pain or distress in these 
animals and the reasons such drugs were not used 
must be attached to this report) 

24 

12 

15 


TOTAL NO. 
OF ANIMALS 

(Cols. C + 

D + E) 




ASSURANCE STATEMENTS 


1) Professionally acceptable standards governing the care, treatment, and use of animals, including appropriate use of anesthetic, analgesic, and tranquilizing drugs, prior to, during, 
and following actual research, teaching, testing, surgery, or experimentation were followed by this research facility. 

2) Each principal investigator has considered alternatives to painful procedures. 

3) This facility is adhering to the standards and regulations under the Act, and it has required that exceptions to the standards and regulations be specified and explained by the 
principal investigator and approved by the Institutional Animal Care and Use Committee (IACUC). A summary of all the exceptions is attached to this annual report. In 
addition to identifying the lACUC-approved exceptions, this summary includes a brief explanation of the exceptions, as well as the species and number of animals affected. 

4) The attending veterinarian for this research facility has appropriate authority to ensure the provision of adequate veterinary care and to oversee the adequacy of other 
aspects of animal care and use. 


CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
(Chief Executive Officer or Legally Responsible Institutional official) 

I certify that the above is true, correct, and complete (7 U.S.C. Section 2143) 


SIGNATURE OF C.E.O. OR INSTITUTIONAL OFFICIAL NAME & TITLE OF C.E.O. OR INSTITUTIONAL OFFICIAL (Type or Print) 


APHIS FORM 7023 
(AUG 91) 


(b)(6), (6)(7)(C) 


(Replaces VS FORM 18-23 (Oct 88), which is obsolete 


DATE SIGNED 

11/08/2005 
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APHIS Form 7023 Column E Explanation 

This form is intended as an aid to completing the APHIS Form 7023 Column E explanation. It is not an official form and its 
use is voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not required as part of an 
explanation. A Column E explanation must be written so as to be understood by lay persons as well as scientists. 

1. Registration Number: 50-R-0004 

2/3. Species (common name) & Number of animals used in this study: 

Dogs (15) 


4. Explain the procedure producing pain and/or distress. 

These studies are toxicological in nature: maximum tolerated dose, single dose and repeat dose toxicity studies are 
required by federal regulatory agencies in at least two species (one must be non rodent). The purpose of the procedure is 
to evaluate the toxicity of potential drug candidates, aid in dose selection and longer term toxicity studies and determine 
potential margins of safety prior to human exposure. Information generated in this type of study provides a strong rationale 
for dose-selection in the design of longer term toxicology studies. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to determine 
that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see Item 6 below) 

The data generated in the studies are now required by worldwide regulatory authorities (FDA, CPMP, MHW) as part of the 
New Drug Application submission package. This type of study in the dog is extremely useful because it requires few 
animals and provides valuable information on acute toxic effects and drug related adverse clinical signs. Determining the 
safety profile and adverse effects at the early stages of the single and repeat dose toxicity studies, using small numbers of 
animals, minimizes the need for larger scale studies. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations (CFR) title 
number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 


Agency: 


CFR: 
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UNITED STATES DEPARTMENT OF AGRICULTURE 
ANIMAL AND PLANT HEALTH INSPECTION SERVICE 

(APHIS) 

The R<sSsons Wa Care 
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FY2005 APHIS Form 7023 Column E Explanation 




This form is intended as an aid to completing the APHIS Form 7023 Column E explanation. It is not an official 
form and its use is voluntary. Names, addresses, protocols, veterinary care programs, and the like, are not 
required as part of an explanation. A Column E explanation must be written so as to be understood by lay 
persons as well as scientists. 


1 . Registration Number: 50-R-0004 / 42 

2. Species (common name) of animals used in the Guinea Pigs 
study: 

(check all that apply for this explanation) 

3. Number of animals used in this study: (Generated By System) 

4. Explain the procedure producing pain and/or distress. 

Two types of studies take place: Operant Conditioning and Conditioned Fear and Learned Helplessness 
Paradigms. 

Operant conditioning refers to a process whereby the behavior of an animal is trained and maintained by its 
consequences. Animals are maintained on a feeding schedule and trained to perform tasks for food rewards. It 
is sometimes necessary to assess the effects of test compounds upon operant responding which has been 
suppressed in some manner (i.e., by presentation of electric current to the floor of the operant chamber for a 
brief period of time. These procedures are used in testing the effects of anxiolytic substances. 

Conditioned Fear and Learned Helplessness Paradigms are used to evaluate anxiolytic/antidepressant effects 
and effects on learning and memory of potential drug candidates. Affective disorders and leaming/memory 
processes consist of complex behavioral responses involving multiple neuro-systems that cannot currently be 
modeled in-vitro or with computer simulations; therefore, the use of animals is necessary for concept testing 
and for the completion of New Drug Application submission packages. These types of studies utilize sound, 
light and electric shock to modify and measure behaviors before and after compound administration. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or means used to 
determine that pain and/or distress relief would interfere with test results. (For Federally mandated testing, see 
Item 6 below) 

Operant Conditioning: 

The administration of foot shock is perceived by the IACUC as a potentially painful procedure when first 
presented to naive animals during the training phase of a study. It is recognized that once animals learn visual 
cues associated with the suppressed component (shock) of this experiment they make a conscious choice 
which may or may not be influenced by experimental compound administration, to shock themselves. A 
compound induced increase in the number of foot shocks that an animal receives defines an anxiolytic 
response and is necessary in identifying anti-anxiety drugs. 

Conditioned Fear and Learned Helplessness Paradigms: 

These studies use brief, mild shock to produce either conditioned fear or learned helplessness. The purpose of 
the assays is to generate behavioral models that can determine the potency of anti-anxiety and antidepressant 
compounds in paradigms where the fear is learned and not elicited by an acute stimulus. Similar procedures 
are used in humans;therefore these assays are essential for our drug discovery initiatives. For some studies 
the assays are used to distiguish between the ability to learn a fear-related response from the expression of a 
fear response. In humans, stress and the ability to cope with stress are factors in the development of 
depression. Learned helplessness procedures model both of these factors. A comparison is made between 
subjects that cannot escape a stressful event with subjects that can avoid the aversive stimulus. These 
procedures have been found to be sensitive to compounds with antidepressant properties. 

6. What, if any, federal regulations require this procedure? Cite the agency, the code of Federal Regulations 
(CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 


https://web01.aphis.usda.gov/AC/APHISACWeb2.nsf7AC/APHISACWeb2.nsf/Review/E4... 12/1/2005 


